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(57) ABSTRACT 
Disclosed are a coating agent for drug releasing stents, a 
method for preparing the same and a drug releasing stent 
coated therewith. The coating agent for drug releasing stents 
comprises nanoparticles with a biologically active material 
entrapped therein, wherein the particles are formed of a poly 
ethyleneimine (PEI)-deoxycholic acid (DOCA) polymer 
(PDo) in which 1~8 moles of DOCA are grafted per mole of 
PEI. 
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COATING AGENT FOR DRUG RELEASING 
STENT, PREPARATION METHOD THEREOF 
AND DRUG RELEASING STENT COATED 

THEREWITH 

This application claims priority to Korean Patent Applica 
tion Number 10-2007-0053887 ?led in the Republic of Korea 
on Jun. 1, 2007, the entire disclosure of Which is incorporated 
herein by reference. 

BACKGROUND OF THE INVENTION 

1. Field of the Invention 
The present invention relates to a coating agent for drug 

releasing stents, a method for preparing the same and a drug 
releasing stent coated thereWith. More particularly, the 
present invention relates to a coating agent for use in stents 
capable of controlled drug release, a preparation method 
thereof, and a drug releasing stent coated thereWith. 

2. Description of the Related Art 
A stent is a tubular prosthesis or support, Which is noW 

Widely used to hold open a natural conduit, such as a lumen, 
vessel, etc., to alloW access for surgery or related invasive 
chemical treatment and to prevent the stenosis of the conduit. 
Furthermore, the insertion and expansion of a stent Within the 
esophagus, the respiratory organs, the vessels, the urinary 
organs, and other lumens Which are dif?cult to access has 
proven an in?uential therapy for diseases occurring therein. 
A colo-rectal stent, developed in the late 1990’s, can be 

used instead of an arti?cial anus for a patient Who has under 
gone a surgical operation for rectal cancer. HoWever, colorec 
tal stents are not applicable to all patients Who have under 
gone surgical operations for rectal cancer. Stent implantation 
is not a therapy for cancer, but a temporary treatment for 
preventing or counteracting disease-induced localiZed ?oW 
constriction, e. g., the narroWing of the intestine due to cancer. 
Typically, a colo-rectal stent is a tube made from metal Wires, 
Which is designed for insertion into a narroWed region of the 
large intestine and expansion thereat to counteract the How 
constriction. For example, stents applicable to patients With 
colorectal cancer are commercially available in various types, 
and are most often made of a nickel and titanium alloy (com 
monly referred to as “Nitinol”). 

Recently, many attempts have been made to improve thera 
peutic effects With stents, i.e., stent implants capable of deliv 
ering drugs, such as thrombolytic agents or antihyperplasia 
agents. For example, US. Pat. No. 5,092,877 discloses self 
expanding stents to Which drug release coatings are appli 
cable. Also, PCT Publication No. WO 1996/032907 describes 
a drug release coated stent. 

In order to release a biologically active material over a long 
period, a method for coating a stent With a drug has been 
studied. Typically, the biologically active material is dis 
solved in a polymeric solvent and the solution is applied to a 
stent, folloWed by removing the solvent to afford a biologi 
cally active material-coated stent. 
When a biologically active material, such as dexametha 

sone, is selected for use in application to stents, attention must 
be paid to miscibility and compatibility With the solvent or 
polymers used and to the release rate. 

Korean Patent No. 10-439156 discloses a coating compo 
sition for drug release stents and a preparation method 
thereof, in Which a coating composition comprising 0.01-30 
Wt % of a co-precipitation of a biologically active material 
selected from dexamethasone, paclitaxel and mitomycin With 
a Water-soluble polymer and 70-99.99 Wt % of a crosslinking 
polymer solvent is applied to a stent. 

Korean Patent. No. 10-51 1618 discloses a multi-layer coat 
ing for drug release-controllable stents and a method for the 
preparation thereof. The multi-layer structure is composed of 
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2 
a base layer made of poly(ethylene-co-vinylacetate) or sty 
renic rubber polymer, a second coating layer made of a bio 
compatible polymer and a drug, and a third coating layer 
made of a different drug. Examples of the biocompatible 
polymer include polyvinylalcohol, polyethylene glycol, 
polylactide, polyglycolide, polylactide copolymer, polyeth 
ylene oxide, polydioxanone, polycaprolactone, polyphosph 
agen, polyanhydride, polyaminoacid, cellulose acetate buty 
late, cellulose triacetate, polyacrylate, polyacrylamide, 
polyurethane, polysiloxane, polyvinylpyrrolidone, and 
copolymers thereof. The drug used in the second layer may be 
selected from among anti-platelet agent containing cilostaZol 
(6-[4-(1-cyclohexyl-1HtetraZol-5-yl)butoxy]-3,4-dihydro-2 
(1H)-quinolinone, empirical formula C2OH27N5O2, MW 
369.47), an anti-thrombolytic agent, an antihyperplasia 
agent, a groWth factor, an antioxidant and a radio-active 
agent. 

SUMMARY OF THE INVENTION 

It is an object of the present invention to provide a release 
controllable coating agent for drug releasing stents, a method 
for the preparation thereof, and a drug releasing stent coated 
thereWith. 

In accordance With an aspect thereof, the present invention 
provides a coating agent for drug releasing stents, comprising 
nanoparticles With a biologically active material entrapped 
therein, said particles being formed of a polyethyleneimine 
(PEI)-deoxycholic acid(DOCA) polymer (PDo) in Which 1~8 
moles of DOCA are grafted per mole of PEI. 

In an embodiment, the biologically active material is taxol. 
In accordance With another aspect thereof, the present 

invention provides a method for preparing a coating agent for 
drug releasing stents, comprising: (1) dissolving 1 mole of 
polyethyleneimine in 20 ml of dimethylformamide (DMF) to 
afford a ?rst solution; (2) dissolving 1~8 moles of deoxy 
cholic acid, along With a catalyst mixture consisting of 
1.1~1.3 moles of DCC (dicyclohexyl carbodiimide) and 
1.1~1.3 moles of HOSU (Hydroxy succinimide), in 20 ml of 
dimethylformamide to afford a second solution; (3) reacting 
the ?rst solution With the second solution at room temperature 
for 12~24 hrs, With sloW stirring, folloWed by ?ltration to give 
a ?ltrate; (4) dialyZing the ?ltrate through an 8,000 A mem 
brane to remove dimethylformamide and unreacted materials 
therefrom; (5) recovering a polyethyleneimine-deoxycholic 
acid polymer through dehydration; (6) dissolving 0.2 g of the 
polyethyleneimine-deoxycholic acid polymer and 0.01 ~0.03 
g of a biologically active material in 4 ml of ethanol and 
removing ethanol from the solution through vacuum distilla 
tion; and (7) dispersing 0.5 ml of the resulting mixture in 1 ml 
of distilled Water by vortexing and pipetting to produce nano 
particles. 

In an embodiment, the method may further comprises mix 
ing 4 ml of the mixture obtained in step (6) With 0.8 ml of 
distilled Water and removing ethanol through vacuum distil 
lation. 

In another embodiment, the distilled Water is deioniZed 
Water. 

In a further embodiment, each of the mixture and the dis 
tilled Water is divided into 5~10 equal parts before removing 
ethanol. 

BRIEF DESCRIPTION OF THE DRAWINGS 

The above and other objects, features and advantages of the 
present invention Will be more clearly understood from the 
folloWing detailed description taken in conjunction With the 
accompanying draWings, in Which: 

FIG. 1 shoWs assay results for cytotoxicity of coating 
agents for drug releasing stents according to the present 
invention; 
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FIG. 2 is a graph showing cell survival rates of coating 
agents for drug releasing stents according to the present 
invention; and 

FIG. 3 is a graph in Which cancer siZes are plotted against 
time upon treatment With coating agents for drug releasing 5 
stents according to the present invention. 

DESCRIPTION OF THE PREFERRED 
EMBODIMENTS 

BeloW, a detailed description Will be given of the present 
invention With reference to the draWings. 

In accordance With an aspect thereof, the present invention 
pertains to a coating agent for drug releasing stents. The 
coating agent according to the present invention is in the form 
of nanoparticles With a polyethyleneimine (PEI)-deoxycholic 
acid (DOCA) polymer (hereinafter referred to as “PDo”) 
entrapped therein. The PDo has a PEI backbone to Which 
deoxycholic acid (DOCA) is grafted in an amount of 1-8 
moles per mole of PEI. PEI is represented by the folloWing 
Chemical Formula 1. 

NH2 

4 
The PEI useful in the present invention has a molecular 

Weight ranging from 20,000 to 30,000 With an amine distri 
bution of 25% for primary amine, 50% for secondary amine, 
and 25% for tertiary amine. 

[Chemical Formula 2] 

OH 

COOH 

HO 

PDo is represented by the folloWing Chemical Formula 3 
and can be obtained through an amino bond (CONH) betWeen 

[Chemical Formula I] 

NH2 

PEI: Polyethyleneimine 
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the amino groups (iNH) of PEI and the carboxyl group 
(4COOH) of deoxycholic acid. 

6 
The distilled Water useful in this step may be deionized 

Water. 

[Chemical Formula 3] 

H 

This polyethyleneimine-deoxycholic acid polymer can be 
molded into nanoparticles With a biologically active material 
entrapped therein and the nanoparticles are applied to the 
surface of the stent. 
The biologically active material may be taxol. 
In accordance With another aspect thereof, the present 

invention pertains to a method for preparing the coating com 
position for drug-releasing stents, comprising (1) dissolving 
1 mole of polyethyleneimine in 20 ml of dimethylformamide 
(DMF) to afford a ?rst solution; (2) dissolving 1~8 moles of 
deoxycholic acid, along With a catalyst mixture consisting of 
1.1~1.3 moles of DCC (dicyclohexyl carbodiimide) and 
1.1~1.3 moles of HOSU (Hydroxy succinimide), in 20 ml of 
dimethylformamide to afford a second solution; (3) reacting 
the ?rst solution With the second solution at room temperature 
for l2~24 hrs, While sloWly stirring and ?ltering the reaction; 
(4) dialyZing the ?ltrate through an 8,000 A membrane to 
remove dimethylformamide and unreacted materials there 
from; (5) dehydrating the dialysate to recover a polyethylene 
imine-deoxycholic acid polymer; (6) dissolving 0.2 g of the 
polyethyleneimine-deoxycholic acid polymer and 0.01~0.03 
g of a biologically active material in 4 ml of ethanol and 
removing ethanol from the solution through distillation in 
vacuo; and (7) dispersing 0.5 ml of the resulting mixture in 1 
ml of distilled Water by vortexing and pipetting to produce 
nanoparticles. 

In an embodiment, the method may further comprise mix 
ing 4 ml of the mixture obtained in step (6) With 0.8 ml of 
distilled Water and removing ethanol through vacuum distil 
lation. 
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Before the ethanol is removed, the mixture and the distilled 
Water may be divided into 5-10 equal parts. 
A better understanding of the present invention may be 

grasped With reference to the folloWing examples, Which are 
set forth to illustrate, but are not to be construed to limit the 
present invention. 

SYNTHESIS EXAMPLE 1 

1 mole of deoxycholic acid (DOCA) Was mixed With 1.2 
moles of DCC and 1.2 moles of HOSU and dissolved in 20 ml 
of dimethylformamide. Separately, 1 mole of polyethylene 
imine (PEI) Was dissolved in 20 ml of dimethylformamide. 
After mixing the tWo solutions together, DOCA Was alloWed 
to react With PEI. Filtration Was conducted to remove unnec 

essary factors. Through dialysis using an 8,000 A membrane, 
the solvent dimethylformamide and unreacted materials Were 
removed. After dialysis, the PEI-DOCA polymer thus syn 
thesiZed (hereinafter referred to as “PDo1”) Was collected by 
freeZe-drying the reaction product. 

SYNTHESIS EXAMPLE 2 

The same procedure as in Synthesis Example 1 Was con 
ducted, With the exception of using deoxycholic acid in an 
amount of 5 moles instead of 1 mole, to synthesiZe a PEI 
DOCA polymer (hereinafter referred to as “PDo5”). 

SYNTHESIS EXAMPLE 3 

The same procedure as in Synthesis Example 1 Was con 
ducted, With the exception of using deoxycholic acid in an 
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amount of 8 moles instead of 1 mole, to synthesize a PEI 
DOCA polymer (hereinafter referred to as “PDo8”). 

EXAMPLE 1 

0.2 g of PDol, PDo5 or PDo8, respectively prepared in 
Synthesis Examples 1 to 3, Was dissolved, along With 0.02 g 
of taxol, in 4 ml of ethanol, folloWed by vacuum evaporation 
for about 20 min to remove the ethanol. The remainder Was 
aliquoted into eppendorf tubes. 0.1 ml of tertiary distilled 
Water Was added to each tube, folloWed by completely remov 
ing ethanol in a hi gh- speed vacuum evaporator for 30-40 min. 

Afterwards, 1 ml of distilled Water Was added to each tube 
and the resulting residue Was dispersed by vortexing and 
pipetting. The nanoparticles thus produced Were collected in 
vials. The sample concentration Was 100 g/l. Because taxol 
Was hydrophobic, taxol could be entrapped Within the nano 
particles by dissolving the nanoparticles, along With taxol, in 
ethanol, removing ethanol and dispersing the nanoparticles in 
Water. 

EXAMPLE 2 

The three kinds of nanoparticles obtained in Example 1, 
that is, PDo5, PDo5, and PDo8 nanoparticles, Were applied to 
the surface of commercially available stents. 

EXPERIMENTAL EXAMPLE 1 

The three kinds of nanoparticles obtained in Example 1, 
that is, PDo1, PDo5, and PDo8 nanoparticles, Were analyzed 
for physical properties. The results are summarized in Table 
1, beloW. 

TABLE 1 

Surface Charge 
Size (Zeta Potential) 

Samples Taxol Taxol Taxol Taxol 

‘1 3 Present Absent Present Absent 

PDol 360 197 3.95 2.95 
PDo5 183 120 10.97 7.84 
PD08 437 156 7.65 4.82 
PEI i 23. 87 

EXPERIMENTAL EXAMPLE 2 

PDo5, obtained in Example 1, Was assayed for cytotoxic 
ity. The results are depicted in FIG. 1. 
As seen in the panels of FIG. 1 from the left to the right, 

respectively representing treatments With 0, 0.01, 0.3, and 0.5 
g/l of PDo5, cell counts Were observed to move from a live 
region (R2) to a dead region (R1). 

EXPERIMENTAL EXAMPLE 3 

Using the PDo obtained in Example 1, cells Were assayed 
for survival rate. The results are depicted in FIG. 2. As seen in 
FIG. 2, PDo8, Which is higher in deoxycholic acid content 
than are the other PDos, Was observed to ensure far higher cell 
survival rates than those of the other samples. Also, it Was 
observed that the samples according to the present invention 
shoWed higher cell survival rates at an early stage than did 
polyethyleneimine alone, but sharply decreased in cell sur 
vival rate With increasing of sample concentration. 
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8 
EXPERIMENTAL EXAMPLE 4 

A polyurethane solution consisting of 2 Wt % of polyure 
thane (MW about 100,000) and 98 Wt % of tetrahydrofuran 
Was prepared. The three kinds of nanoparticles obtained in 
Example 1, that is, PDol, PDo5, and PDo8 nanoparticles, 
Were individually dissolved in ethanol. The polyurethane 
solution Was mixed With the nanoparticle suspension and the 
resulting mixture Was applied in tWo sets of ?ve applications 
to the surface of commercially available Te?on-coated stents. 
As a result, the Te?on-coated stents Were measured to be 
thickened from the Te?on thickness of 0.030 pm to 0.072 pm 
for a ?rst test and to 0.075 pm for a second test. 
On the basis of the amount of the coating agent consumed 

in the application, a load rate of taxol Was calculated from the 
amount of taxol remaining in the coating agent. When calcu 
lating in consideration of the amount of the consumed coating 
agent and the amount of the initially loaded taxol, taxol Was 
loaded in an amount of about 222 pg per unit area in the case 
of polyurethane. 

EXPERIMENTAL EXAMPLE 5 

Various dosage forms of coating agents, Whether contain 
ing taxol or not, Were assayed for anticancer activity in small 
animals (rats) by monitoring cancer sizes after the adminis 
tration thereof, and the results are depicted in FIG. 3. Four 
experimental rats Were allotted for each experiment group. 
Due to their toxicity to animals, the nanoparticles Were used 
in a four-fold reduced amount When applied to the rats. In 
FIG. 3, polyurethane+polyethyleneimine/deoxycholic acid+ 
taxol (PEI/DOCA+taxol) and polyurethane+taxol Were used 
as a ?rst and a second dosage form, respectively. In FIG. 3, in 
greater detail, the ?rst dosage form (PEI/DOCA+taxol) refers 
to a coating agent prepared With polyurethane 600 mg+PEI/ 
DOCA 20 mg+taxol 60 mg+tetrahydrofuran 7 ml, the second 
dosage form (PEI/DOCA) to a coating agent prepared With 
PEI/DOCA 20 mg+polyurethane 600 mg+tetrahydrofuran 7 
ml, the third dosage form (taxol) to a coating agent prepared 
With polyurethane 600 mg+(PEI/DOCA 20 mg)+taxol 60 
mg+tetrahydrofuran 7 ml, and the fourth dosage form to a 
coating agent prepared With polyurethane 600 mg+tetrahy 
drofuran 7 ml. 
As seen in FIG. 3, the stent coated With polyurethane alone 

Was observed to exhibit no anticancer activity in the experi 
mental animals. The nanoparticles With taxol alone entrapped 
therein inhibited the groWth of cancer cells in an early stage, 
but signi?cantly decreased in anticancer activity over time. 
Particularly, death Was ob served in none of the experimental 
rats treated With the stents, indicating that the use of a suitable 
amount of the nanoparticles leads to the development of a 
material having a potent anticancer activity. 

Thus, as is apparent from FIGS. 1 and 2, the polyethylene 
imine used in the preparation of nanoparticles in accordance 
With the present invention plays an important role in intro 
ducing the biologically active material into cells and the 
nanoparticles shoW toxicity to cancer cells even When they 
contain no anticancer agents. Compared to a coating agent 
containing polyurethane only, the coating agent prepared 
With polyurethane and nanoparticles according the present 
invention shoWs no great difference in terms of drug release, 
but is regarded to exert greater anticancer effects on cells. 
Because they are larger in size than taxol molecules, the 
nanoparticles can keep the concentration of taxol high for a 
long period Within the body. Taxol is apt to be rapidly dis 
charged from the body as urine through the kidney due to the 
small molecular Weight thereof. In addition, the nanoparticles 
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of the present invention cannot enter normal cells, but can act 
on cancer cells, thus showing an EPR (enhanced permeation 
and retention) effect. Within the body, therefore, the nanopar 
ticles of the present invention, covered With the polyurethane 
coat, are sloWly exposed at cancer sites and release the 
entrapped taxol thereinto, thereby exerting anticancer activity 
speci?cally on cancer cells. 
As described hereinbefore, a drug release-controllable 

coating agent is provided for drug releasing stents in accor 
dance With the present invention. Also, a method for prepar 
ing the coating agent and a drug releasing stent coated With 
the coating agent are provided. 

Although the preferred embodiments of the present inven 
tion have been disclosed for illustrative purposes, those 
skilled in the art Will appreciate that various modi?cations, 

10 
additions and substitutions are possible, Without departing 
from the scope and spirit of the invention as disclosed in the 
accompanying claims. 
What is claimed is: 
1. A coating agent for drug releasing stents, comprising a 

mixture of polyurethane and nanoparticles of a polyethylene 
imine(PEl)-deoxycholic acid (DOCA) polymer (PDo), 
Wherein a biologically active material is entrapped in said 
nanoparticles and Wherein said polyethyleneimine(PEl) 
deoxycholic acid (DOCA) polymer (PDo) is formed from 1-8 
moles of DOCA per mole of PEI. 

2. The coating agent according to claim 1, Wherein the 
biologically active material is taxol. 

* * * * * 


